PCT 



i IS f S II 




(51) SRttft£9i6 

A61K 45/00, 31/44, 31/445 



Al 



(ii) sR(&m#-& 



(43) mm^m b 



WO00/09162 



2000^2^ 24 P (24.02.00) 



(21) H^US#^ 

(22) ffl^ffl^B 

(30) m&mv*-? 

#^¥10/247762 
1/122960 



PCT/JP99/04403 
1999^8,313 0(13.08.99) 



1998^8^ 17 0(17.08.98) JP 
1999^4^ 28 0(28.04.99) JP 



(71) mmA (*H^»<i-^-CO»SHfcOV^) 
T^ffil^tt^^tt (SENJU PHARMACEUTICAL CO., LTD.)[JP/JP] 
f 541-0046 ^W^W^*E¥W2TI5S8^ Osaka, (JP) 

(YOSHITOMI PHARMACEUTICAL INDUSTRIES, LTD.)[JP/JP] 
T541-0046 *BDfiF*BRrtj+*KW»ri:TB6»9fr Osaka, (JP) 

(72) *5£T>* 

(75) »W#/lH«iA (#BK1OV^<0*) 

jK 3fc£(AZUMA, Mitsuyoshi)[JP/JP] 

T662-0031 ft#*HSrtiSlft«Br4Sl3-102# Hyogo,(JP) 

e? SE^c(Y OSHID A, Yukuo)[JP/JP] 

T 651-1203 ft«m»Frfi^E^»Wr3TS6#ffl03 Hyogo, (JP) 
Sli5* A(WAKI, Mitsunori)[JP/JP] 

f 651-2111 ft«m#Frfi®E?l!l±2TS 9-8-101^ Hyogo, (JP) 



±OT?tS(UEHATA, Masayoshi)[JP/JP] 
T573-1153 *RJfiFtfc*rfJiBS*»2TB25#l* 

*»taa*5t£tt mmwftmft o sa ka,(jp) 

(74) ftSA 

i^ft — (TAKASHIMA, Hajime) 

T541-0046 *BW*Km**IZ¥l!WHTa3#9» 

(»* KVl") Osaka, (JP) 

(81) }g£H AE, AL, AM, AT, AU, AZ, BA, BB, BG, BR, BY, 
CA, CH, CN, CR, CU, CZ, DE, DK, DM, EE, ES, FI, GB, GD, GE, GH, 
GM, HR, HU, ID, IL, IN, IS, JP, KE, KG, KR, KZ, LC, LK, LR, LS, LT, 
LU, LV, MD, MG, MK, MN, MW, MX, NO, NZ, PL, PT, RO, RU, SD, 
SE, SG, SI, SK, SL, TJ, TM, TR, TT, UA, UG, US, UZ, VN, YU, ZA, 
ZW, **H4WF (AT, BE, CH, CY, DE, DK, ES, FI, FR, GB, GR, IE, 
IT, LU, MC, NL, PT, SE), OAPH$fF (BF, BJ, CF, CG, CI, CM, GA, 
GN, GW, ML, MR, NE, SN, TD, TG), ARIPO^fF (GH, GM, KE, LS, 
MW, SD, SL, SZ, UG, ZW), sl— y */7ft1PF (AM, AZ, BY, KG, KZ, 
MD, RU, TJ, TM) 



(54)Title: PREVENTIVES/REMEDIES FOR GLAUCOMA 



O Rb 
II I 



(I) 



-N Rc 



(57) Abstract 

Preventives/remedies for glaucoma containing compounds having an Rho kinase inhibitory activity, in particular, those represented by 
general formula (I), wherein each symbol is as defined in the specification. These preventives/remedies are novel ones having effects of 
lowering ocular tension, ameliorating optic papilla blood flow and promoting humor aqueous outflow. 
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mW&W, 42, 710-714, 1991) 0 L/$>U o 1 -7 KUt!) >i»rIR©lilfJlt 

Rh o*^-^la*^*Wi-5^b^*^±#fl<7)^^^JiLJE ^ tf ^ /^l(l4fc(ci3v^ 

T, JllLjEteTftfflSr^i"- fc* s «#$^TV^5 (Masayoshi Uehata, et al. , 
5 Nature 389, 990-994, 1997 )„ R h o if H^^i^liaCl^-f 5 r. t 

fg£ftTV^5 (Nirmala SundarRaj. et al. , IOVS, 39(7) 1266-1272, 1998) c Lfa 

Rh o^r-t—- lf|a^tt^W1-5^^El^ffl^(±W0 9 8/0 64 3 3fC 

10 5 0 L^t, W0 9 8/0 6 4 3 3#(3lttii:rtW{^fflTfc5&^IE«, ^tbS:^ 

Six5fb^»*S«i#SJxrv^5 (WO 9 8/0 6 4 3 3#) 0 -Jftj^ (I) t^«fc «9 ^ 

£&/B^I£ £LT, £<b(^ ^S^^^LTWfflTfc^r^^UE^^ 

T*>5 OftBBBge 2-8 9 6 7 9^ -2 1 8 3 5 6^ #PJ¥4-2 7 

3 8 2 1f, #^¥5 - 1 9 4 4 0 1f, ^?6-4 1 0 8 O^IWO 9 5 
/2 8 3 8 7#^) 0 
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mmmx*foz>±.m d) (2) lenc^iwi « • mmm 0 

10 (4) Rh o*i— wmm>kZfi-t2>i\:&mtiK (+) -h7>*-4- (1-7 

-1- (4 vvl^/l'/^'f/l') n^^r-y-^, ( + ) -Yyy 
-X — N— (lH-t°nn [2, 3-b] t°y^y-4--f/V) -4- ( 1 — T 5: 7 

^ p^1?-^#/V/K>1^ Kx (R) - (+) -N- (4 -fy >?/V) - 
4- (l-7-;yxf/u) ^XT^K\ (R) - (4-) -N- (lH-t'nn (2, 

15 3-b] t°y v>-4-j/v) -a- ^yX7^; Kfcii;/ 

(5) mmm®5-mx*hz±m (D eft^srtw^K • 
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Kf+JPJfiT*>S±IE (7) *fcfi (8) HEiOirtl^©f K • f&ffflgl» 

do) Rh o*-*— vmmm&zfi-rzikitVMK (+) -h7>*-4- a- 

X^/^/u) -1- (4-M°W;\'-ft;w<=£>(;v) is? u^y-y, (+) -h? 
10 y^-N- (lH-t'nn [2, 3-b) fc° y S^- 4 -J )V) -A- ( 1 — T ^ 
^^D^drf-^^7/^>^$ H\ (R) - (+) -N- (4-t°yv>» 
-4- ^>X7 5 F\ (R) - ( + ) -N- (lH-foo 

[2, 3-b] fc*y v^-4— -f^) -4- (l-7^if;V) ^yX7 5Kfc' 

£x?/£tcn*tib(Dmm±.tm£ti? zmmmx*hz±m (7) £tt<z>«j:rtpt 
15 • mmmmmm&too 

(11) ng^s-^fflt?*>5±iE (7) &m<Dmftm<D^ffi - t&mmmmmtfLtoo 

(12) j£|fiffl<z>^1£Tfc5rfc£ft»fc-r3±iE (11) tsm^iiwi^ift • 

20 ^ttmfom<D^m • f&s^&o 
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5 mtftoi&T*hz>±.m (13) (i4) mm<nmftm<D^m • 

(16) Rh o^- "tfiaWiSttSrW-rSfb**^. (+) (1- 
7^;xf/P) - l- (4-fc°y i^/^/W^^/W) *>*n^r (+) -hy 
V*-N- (lH-t°DD [2, 3-b] fc"U^>-4->r/W -4- (1-75 
yxf/l.) ^^n^drf-V^/W-^^f-^ h\ (R) - ( + ) — N— ( 4 - f U 

10 -4- (l-7^i^) ^X7U*> (R) - ( + ) — N— ( 1 H — t°o d 
(2, 3-b] t°Uv ? y-4-^/W -4- (1-7^^/V) ^X7U'^ 

(1 7) ^^s^«^^-e$>5±is (1 3) mm<DBftm. <D=fvs • t&m 

15 #j£ 0 

(18) iL^Oift^s^|gjcJ;5tWTfe5ri:S:#m^-r$±|S (1 7) IB* 

(19) m^m^m • f&^j©»iag^©Rh o*^-i?iMs&tt&wi-afl:£tt 
20 (20) Rh o*i-— m^m^^-r^it^m^rm-^ ( i ) 

O Rb 

Ra C N Rc W 
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(2 1) R h o m$J&tt«:#-r5ffc£tta s TffiHft5£ ( I ') 

O Rb 

I d'l 
Ra' — C N Rc 1 ' 

mtttoi&X*h6±.m (1 9) t.tz\t (2 0) ffifc<59{£/B 0 

5 (2 2) Rh o*i-~1fmWfeft*fi-fZ>it&mK ( + ) -h7^^-4- (1- 
T*;^/V) -1- (4 -t°!J vvl^/W-^e^AO i/^n^f-y, (+) -Yy 
y^-N- (lH-t°nn [2, 3-b] t° y v>> - 4 -> f />) -4- (1-7^ 
/ni^/V) ^D^ifyjfr/l^*-^ K\ (R) - ( + ) -N- ( 4 - fc° <J v^) 
-4- (1-T^y^f-^) ^X7U\ (R) - ( + ) — N— ( 1 H t° n d 

10 (2, 3-b] t°y W-A-4)V) -4- (1-T^y^^) ^XTU'fc 

(2 3) ^Pf^-^^iJ«^R»fS4fflTfe5±IE (1 9) IE«6^fflo 

(24) m^m^m '^M^^sm(ofmxh^^t^mtir^±.m (23) 
15 (2 5) ±12 (7) ~ (1 2) m^n^mm<Dmftm<D^Vj ■ mmmmmm$. 

m 1 \zmi&m 1 (DgMmoiEmm^ttirzim*^ ttz^yyxh^o mmm 

BiBg^^-To (n=6, * p <0.05, **p<0.01, *** p<0. 001) 

mmz&mLtzmz, oit^mm^-r, ( n =6, * P <o.o5, ** P <o.oi, 

25 *** p<0. 00 1) 
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m 3 \z%mfoB iw*5tt 5 t> /w< =■ -j\s®m i-*rr s its® a sr^t/i^? 

#111 X 1 0- 5 M(Dit^A^, ltt3Xl 0- 6 M(Dik&!&}AK, Alt 
1 X 1 0- 6 M<Dik&yoA%®5-LtzM£%7fi-fo 
5 H]4li||»i|2 CO. l%ft£#)A] (a) & £ T>*3l«J 5 [0. 1 %{t£W)C) 

mn.mmomm^iro m*£Mm%&MLtim*, o\^mm^-r 0 (n=6, 

* p<0. 05, ** p<0. 01 Student's t-test) 

H5tt^WJ3 (0. 0 3%{^tlA] (a) #£X$mmU [0. 0 3%M 
10 B) (b) cD^Jg^l©IE^J±(^t-S^ffl^^U^^7 7T-fcS 0 M&f«J±£, 

^if*ii^jg^(7)B#rBi^*-ro mi$&mm*£MLtzm%. on^mm^-r 0 (n=6, 

* p<0. 05 Student' s t-test) 

HI 6 teHW'J 6 [0. 03 %{t&V0 C 3 ( c ) *5 i W£MM 7 CO. 03 
i~ D (n=6, * p<0. 05, **p<0. 01, *** p<0. 001 Student' s t-test) 

m7\*nmm2 co. i%it^A) (a) #£x?mifcm5 co. i%it^c) 
(b) <7xsjM£ij<7>m#iiifL9i^ mmn 
ftM&}Uftm%m!hfitmz, mmtmm<vi$r$z*~to •itrnm^m^Ltm 

20 OHWHSBB^^-t-o 

(n=6, * p<0. 05, ** p<0. 01, *** p<0. 001 paired t-test) 

25 plateau iris syndrome % M^M^^Pf> ^fn^f KW^, Tk&ft^M^tftP* * 
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*mwi^^x. Rho*i—nt\z, Rh o<Dftmt^m^mmt£ftz>± v 

y/XUj-~>*i-—\i%:M&tZ>c ROK a (ROCKII : Leung, T. 

h, J. Biol. Chem., 270, 29051-29054, 1995), pl60ROCK (ROKj3, R 
OCK-I : Ishizaki, T. h, The EMB0 J. , 15(8), 1885-1893, 1996 ) ftXTJ^ 

mt LTii> r h o i?mmm$:fi-tz> t><Dxfotim^tez>t>(Dxt>£ < , 

te-J&5£ (I') T•^^tL6{^Wfflv^bi^5o #3§^*5V^te, lilORh 

m^m lt-^&s ^thxz 60 

15 /K i2i^f/K ^3i7'f;K ^y^/K ^^f/K ^"^^/K 7 

P^y^/K v^p^WK P-^T^A-^tD^lff!: 3 ~ 7 j@<Z>v^ p T/V^ 
20 R, R\ RM-*5tt6v^ nT/V^/l'T/^/^lii/^ *T /^/l/W^MsZixM 

m3^7m<Di/?u Tiv^jvxh «9 > T^^wmm. 1 ~ 6 ii^is^^fc^ 

T/^/i- ^fvv, 7°Pt:VK ^y-^ntVK 

25 fvl^^/K y^n7°ot°/Uxf/K p ^V^/Ht^vi^ ^ P^3r^/i/aif- 
p^7°^;^f-;^, *y>7 P 7°P tVUT'p tT/U; P ^>^-;P7°P tVl^, 
vvl^n n^^/l^P t°/K p^p tVl^^/K 
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5 ^/^ft^tWtfcot, ^V^/K 1 -y 3l=-jVx-=}-)v s 2-7 

R, R\ RM:ifttt5m±i::^&g£lrLT^Tt>J;^>^ o7/^/K o 

7y|, 3**), (R> R\ RM^ltST/V^r/V^^), TA'^V 

10 (^ftl-6i©lifttL<l^fti^7^3*'>-Cfcot, * = 
h*i/ N :/n#*^ ^y:/P#*v\ 7'h^f-A ^y^h^^ f&2&7h*i'* 
W,3WcfY*is. ^y^-zvir*^, ^^/u^'>*Sr^fo), 77» (R, 
R\ RM^ttST^^^^^), (R, R\ RM^iS^T^Lfc 

15 D^f/K h!J7/WtD^f;K 2, 2, 2 - h y 7/^oif;K 2, 2, 3, 
3, 3-^^*7/W-n7 P n fcVl^£7jrf 0 h - hn v 7> ->7/, Ti?Vm 

wzi -trn yv^/K tf^y^A 1 -f^yv^/K *^#yA f-^/v* 
yA l-^^^yy/K 2, 3 -i^t Knf 7/-^- 3 - ^;^^^5 C 

25 ^/HiR, R\ RM-^V N T^L^^(D^|Sia'efc5o 

R 2 {£:fctt5T/^/^teR, R\ RMd*5l-t5T^^/WtlRiaT'*>S 0 

R\ R 4 iZ.#\iZ>^nVy y TA"*/K 7^3*^ 77/^/HiR, R\ R 1 
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10 ^-f 0 

15 ' ^7?y» 7x^nt°t^7^y, 7x^7f !J^7^yf^t 0 

20 R\ R^fcntSTy/^A'^^li, ■tOT^A/fflJJ^3|fftl ~4<@<7>T 
^/M-^A 2-7i=/l'Xf;^y ) 3 -7i- /K7°d fcVM-^rA 4-7 

R\ R A [z.#ttZ>77/i'*A'?'*k\*, %<D7;\s*;vm^ikm$k\~~4m<D7>i< 
25 ^^^-t^7y/^^^ir^ t<DX*fooX, -<>i?A'tt > l-7i-;Pxf 
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R\ R 4 \ZfttfZ>T/l'*A'lJA>s<*:>( /l>k& s %M%L\ -4B<DT /^JVX^ / 

R^ftttST/V^i^teR, R\ RM^fcttST/Va^i'fclSllgT&So 

R 5 131*5 5 T rt/n * i/jJAstf^As** > {±, T df 'XfUlJl^Sk 1 ~ 6 m<D 

i/^/Vfc /V^*^ •? Y*i'10A'ifs-;V***/, 4 h*iS$/l'tf-A'**i/, 
%2.m-7Y* i sl3Asi£~A>ir**s, %Z®rfY**st>A'ifs~A<i>r**s, <^v^A/ir 

R*\Z.tetf%>T /V*)V\%R S R\ R'(:*5lt57W^iT&5, R\ 
RNdfctfST/l^/WiR, R\ RM^ttST/^/uir^-rfct), R\ R 9 (r. 
*5tt5T7/l^/WiR, R\ RM^tST^^/W^^TfcSo 
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R\ RM^7577/l'*/l'£:lRlirefo5o 

5 ->f/K f7/-^-2-^/K ^1^'/— A/- 2->T/K 5^ % /y V-2 — f 
;K 3, 4, 5, 6-rh7tKDt°!j^y-2-^yK 3, 4, 5, 6-7^7 

t fo t°y 2— f/K 1, 3-*-3Mf-v f y>'-2->r/K 1, 3-7^7/ 

10 -2->T/K ^/f7/-^-2-^/K -<y/^t/-;u- 2-^/1^/^ 
Ifbti^o rrT\ ^n^y, 7/Vdf/K 7^=»*i/\ /NDT/u^f/K 
tttR, R\ RM£:fcV^T^L;fcfc0>£l^iSTfe5„ 

15 ^n7/^tttR, R\ R MJlfcl^T* Lfct><£> £ I^T*&5 0 

sJfi^fvK 2-t KndF->3i^/K 

t°/K 4-t Kn^v-y^/^^^if bixSo R 1 \ R 1 1 iC&ttST/l^/WSR, 
20 R\ RM-^tt^T^^/^il^^Xfey , R 1 ° % R 1 1 K*5tt5'M= T/l^/K 7^ 
3dfi/*A'#=iA'ttR, R\ R 1 l t Z^^X7jkLtzt<DtmmVh , 0 , R 1 °, R 1 1 d 
fcttST^/i^/WiR* R\ RMd^ltST^/^/V^l^axfcSo R 10 > R 11 ^ 
^LTMt5v'^t:7;WfcR, R\ RM^ttS^^oT/W^r/W^^-C 

$><5 0 

25 LI^*5it5T/^/WiR, R\ R 1 Jlfcl75T/V^/Vi: mmvh& 0 
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LKl^tt&^ey •^7^7 5y7/l'^tli, ~4 jitDT/^^r/^T 

5 7^;yyf/K iW^;^/k v^f-z^r^y y^/K 7*n w^/^f 

>>y fvPT ^ y 2 - v^fvvr $ y 

10 2-#/W<^/l^^/K 1-*^^!^, 3 -#/W^>f /l^ntrVK 
4 -#/w^^/uy^/K 5 -^/w^^/w^^/i^ 6 -^/i^^/w^v'/i' 

15 2-7*AH' S K^/K 1 5 K^/K 3-7^/WT 5 K7*n fc°/K 

4 - 7 9 /W 5 K^/K 5 - 7 * /W 5; K^^/K K^=¥ 

B^fctt-ST/l^/WiR^ R\ RM:i:fctt6T/l^/i^|^jiTfc5 0 
Bti*5»t-5T^=#'>ttR. R\ R , l^tt57^=>3f«>i|^it«$,5 0 
20 BtC*5Jt5T7/^/W4R, R\ R 1 l:fclt577/^/^ IrI&T*>3 0 

B^&ttSTy/^/^^i/fiR 3 , R" ^TfeSo 
B 131*3 5 T 5 / 7 /W4 L 11*3 it 5 T ^ 7 T /P* )V t ffl&Vb 5 0 
Bir.*3it5t Kn^s^/v^/WiR 10 * R'Md&tfSt Kb * ^/v*/^ mm 

ttfMK<z>7 2-6 1<?)7/^ y >r ^ttSrWi"ST^* y ^ar**/ 
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r-fef-^^F-^^/K ^nW-W^f^, y^y/^^rv-^^/^, 

20 /^uytfcoT, ^f-w^s 3i^u>, MJ^^u^, /otvy, rF^f 

25 Rb(l*3ltST7^^^^R, R\ R 1 Jd*3»t5T7^/l'i:^'C*)5o 

r b i^itsr 5 yr^/utttL^43^5T5 y7/^/^i^iffe5„ 
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y (lH-k'no [2, 3-b] fy^y, lH-fon [3, 2-b] t°Vi?>^ 
5 lH-fnn [3, 4-b] t°yv>>^h fcT^/n t°y i/> (lH-t'^/n [3, 
4-b] t°yv^ lH-t'^/n [4, 3-b] t°y >C *^/f'J ^> 

(1H — C4, 5-b] fy^y^), If nntry (lH-fnc 
[2, 3-d] fy^^y, lH-fnn [3, 2-d] \*V$i?>. lH-tfn 
p [3, 4-d] t-'iv^f), tT^/p t°y ^v 5 ^ (lH-t7/n [3, 4- 
10 d] t°y^> x fyi/n [l, 5- a] fy^y, lH-lf7/n [4, 3- 

d] try >r s^vtry ci, 2- a] ty 1 

H-^S^V [4, 5-d] fc-ys-v^h fnoF!)7^ (t°nn [l, 2- 

a] -1, 3, t°nn [2, 1-f] -1, 2, 4-hyTv 5 
y), t'yV'u h VTi/y (t°7V*v (1, 5-a] -1, 3, 5-MTS^*K 

15 h y T^n t°y (1H-1, 2, 3-h!J7/D [4, 5-b] fy^y^), 
h U7/n t°y S *Jy (1, 2, 4-MI7/n [l, 5-a] t°y 1, 
2, 4-hyT/n [4, 3- a] 1H-1, 2, 3-hU7^n 

[4, 5-d] t°y $i?>m, y w/py > *y y >\ t°y Kt°y^ 
(t°y k [2, 3-c] fy^y^), t°y Kt b 7^> (t°y k [2, 3- 
20 b] i^r^l), t°y Kt°y^y (try K [2, 3-d] tryss^ t°y k 
[3, 2-d] try ss^ssh f y ^ Kt°y 5^ (try 5 K [4, 5-d] try 
try 5 K (5, 4-d] t°y^y#h t o 7v?yt°y^:/ (t-^vV 

[2, 3-d] K°V^i?>m). (1, 8-t7f yy>^), 7h7 

y'nt°y (rFr/o Ci, 5-a] eyss^^h ^yt°y^> 
25 y [2, 3-b] t°yyyf), fx/t°y ^yy (^y [2, 3-d] try*$; 

f77'nt B yyy (f7/n [4, 5-b] fyv 5 ^ f7/p [5, 4- 

b] t°y^^) % f7y'pt°y vyy (f-r^/a [4, 5-d] t°y >yy, 
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>/n [5, 4-d] tWnfyi/> C^lry'D [4, 5- 

b) t-y^y, ^ir^n (5, 4-b) t°y^yf), ^iryn t°y ^> c^- 
[4, 5-d) t°y^> % m/o [5, 4-d) t°y v^), 7 

nt"!j^y (70 (2, 3-b] 7P [3, 2-b] fyt^^h 7n 

5 ty^i?y (7p (2, 3-d) tryss^ 7n [3, 2-<n t°y v^y® , 

2, 3 -v>fc Kn t°nn t°y i/> (2, 3 -S/ 1 Kn - l H- fa n [2, 3- 
b) t°y$^ 2, 3-^tKa-lH-faa (3, 2-b] 2, 
3-i^t Ko t°na t°y *i/> (2, 3 — t Ka-lH-faa [2, 3-d] 
fySv^, 2, 3-i^t Ko- 1 H-t°nn [3, 2-d] t°y v^f), 5, 
10 6, 7, 8-7h7tKat°!J K (2, 3-d) t°'J v^V, 5, 6, 7, 8-X 
h7tKn-l, 8-^7^y^>, 5, 6, 7, 8-fh7tKa^r7!Jy^S 

Jg^#/i^^T*kJ:<> fct^.»i2, 3-^t t°nn k°y 

2, 3-v?tKo-2, S-myfDDfiJi/^ 7, 8-i^tFo-7 
15 8-t7f 'j^y, 5, 6, 7, 8-7h7tKa-7-t^y- 

i, 8— ry^v i?>mb$*tiz> 0 $f*t<ftt°y s?>\ t°nn t°y i/*y-e$>s 0 

ril^itt^o^^, T/l'Sr/K Tfls^**s s 77/^/K ad7;^ 

25 - hn, ^7/l^lif <bft5#\ TA"¥/K 77^/HJR, R\ 

RM^ttST/i^K 77/^/^Pit'fc*), f:Ul^f/H:K7v/7, ^ 
/vt K7v?;, -<>v^t K7^y**s^$tb5o 
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(l 

(2 



4- (2-t*y v ? /^/w/^^/>) t^y^ 



(3) (4 -t°ll i?A'jJA"<f( A?) tV|jv?> 

(4) l-^PtVV-4- (4-t- o y v^tf/W-^E-^) t^y^y 

(5) [3- (2- 7*ydr^) - 2 - t Ko ^fi/^n fc° 

/v] -4- (4-t°y v'/v^/w^^/u) txys^ 

10 (6) 4- (4-t°y ViVJo/V/^j ;V) t 0 ^y^> 

(7) 1— <Vi//V-A- (4 - t°y vVl/#/W^e^/V) -l, 2, 5, 
7t Knt°y i^v 

(8) 3- (4-t°y i//V#/W<^/U) t°^yi>> 

(9) l-^^v^-3- (4 -fc°y vvV^/W^^/V) t°^yv?> 

15 (10) 1- (2- (4 -^^vV^^r^ai/driX) m^) -4- (N- (2 

-tysMO -n-^v^/i^/w^^/v) t°y>^ 

(1 1) 1— ^/Ix^/U-— 4— (4-t°y i^/V^ ;U/<*J ;v) y 

(12) 4- t^U^y 

(13) 1 — r y tw- 4 - ( 4 - 1° y /w^>r ;v) t°^< y ^> 

20 (14) 1-^^/1^-4- (4 - t°y 'J/ViJ/V/^^ ;V) \?^<}) i?y 

(15) i-^^j//u-4- (4 - try s^/v*;w^^/v) txyi?y 

(16) i-^y^/i—4- (4 -try ^*^/<*>r^) t°^y^> 

(17) 1- (2-7i-;Hf^) -4- (4 -fc°y i^/I^/W^^/l") t°^y 



25 (18) 1- (2- (4-pi h^i/7s^) m^) -4- (4 - t° y 

(19) 1- (2- (4 -p< ^i/7i = ^) 3i ^-/U) -4- (2-tTy SMofrA* 



21 



WO 00/09162 



PCT/JP99/04403 



(2 0) 1- (2- (4-^nn7i-/V) x-^JV) - A- ( 4 - k° V i?fr%/W< 

^/u) f^y^y 

(2 1) 1-</7i=/M^-4- (2-t°y vvl^/W^e^/U) kVjJi?y 
5 (22) 1- [2- (4- (5-^^;W-3-^-^y- 2, 3, 4, 5-7h7fc 
Knt°y ^v^-e-^/W 71=^) 3^/1/) -4- (2-t°y ^/I^TJ/W^^ 

/i^) t^y^y- 

(23) 1- (4- (4, 5-v/t Kn-2-7U^) y*.=-;V) -4- (4-fc° 

y vvw# /w^^r ;v) t°-< y v 5 >- 

10 (2 4) 1- (2-^hD7i-^) -4- (4 - t°y vvPTJ/W^^/P) t°^<y 



0?^ 



(2 5) 1- (2-7;/7x^) -4- (4 - 1° y vvl^/W^-f/i.) tv<y 
(2 6) l-^=r^y^^-4- (4 -t°y *S)V-fr)V;^s( )V) fc^y^y 

15 (2 7) i -4 y^n^y^T/v-4- (4 -t°y i^/i^TJ/w^^/i^) txys^ 

(2 8) 1- (3, 4, 5- f y p< h^r^yyV^) -4- (4 - t°y iMofr/l' 

(2 9) l-T-fe^/L—4- (4 -t°y vVl^/W^^/V) fcXys?> 
(3 0) 1- (3- (4 -7/P^-n^yyV^) 7°o tVl/) -4- {4-\?Vi?A> 
20 7J/W^^/P) t^y^y 

(31) l- o- (4 yptvv) -4- (2-t°y>^ 
^7/w^^/u) t°^y^y 

(3 2) 1- (1- ^/lO -4- ( 2 - t° y ^ 

25 (3 3) 1 - (1 - (4 y^/U) ^/U) -4- ( 2 - t° y 

^#/W<Ue^/U) t o ^y>^v 

(3 4) 1- (2- (4-t Kndfy7iy^>» if^) -4- (2-\?])i?/ls 
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(3 5) 1- (4- (4-7/Utn7x^) - 4 - t Kn i/^f-/^) -4- 

( 4 - 1° y /w^^e^r y 

(3 6) 1- (4-tFn^r->7i^) -2-tRP^>m 

5 ^/V) -4- (2-fc°y v ? /V#/W-^e^/l') t^y-^ 

(3 7) i-i/yt;;W4- (2-t°y i/zi^/w^^/v) txij^y 

(3 8) 1- (2-t KndrV- 3 -7^;*i/y°v t°;V) -4- (4-t°y^ 

#/w^^vv) t^y-^y 

(3 9) 1- (2-t KD^v'-3-7i/^^7'Dt» -4- ( 3 - If U 'S?^ 
10 ^/W^^/V) t'^y^^ 

(4 0) 1- (2-k Kn^^-3-7a;^rv'7nt>) -4- (2-t°y^ 

(4 1) 1- (2-7i-/Hf;>) -4- (N- (2-t°y> ? /P) -N- (2- 
(N, N-i/^^T^y) ^/U) #/W<^/iy) t°^y^y 
15 (4 2) (2-k°y v^/V^/W^^/^) tv< 

y i/y 

(4 3) 1- (3-^od7j-/1') #/W^^/y- 4 - (4-t°y vVl^/W^ 

^) t°^yv>^ 

(44) 1- [N- (2-t°y^/V) -N- (2- (N, N-yVW^) ^ 

20 ^vi/) #/w^^/y] t^yv^ 

(4 5) (4 -t°y *s;Vf);V/^y( ;V) -1, 2, 5, 6-fF 

7 t Kn t°y v>y 

(4 6) l-^3fy>f;V-3- (4 -t°y v^^TJ/W^^^) kVJ^y 

(4 7) 1- [2- (4 -7/^^-p-<>yV/W) if- AO -4- ( 4 - t° y vVU# 

25 /w^e^/w) t^y^yy 

(4 8) 1- (6-^DD-2-^f;W^/ [1, 2- a] k° y v?y- 3 

a^^/p) -4- (4 -t°y iy^^/W^^/P) fcV<y$>y 
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(4 9) 1- (4-~ hn^>v?/U) -4- ( 4 - t° y /W<^ ;v) 

(5 0) l-^^ri^/U-4- (4 -t°y ^/l^/W-^^/l-) £V<y^> 

(5 1) 1 -^^^/U^-^r^^/^^^^-4 - (2-^PD-4-t°!Ji/;^;W< 

5 ^/u) t^y-^y 

(5 2) 4- (2-?nn-4-t°y vvl^/W^^f A^) fcV^y^y 

(5 3) 1- (2-^on^3fy^^) -4- (4 -t°y ^/^/W^^/P) t° 
^y i?> 

(5 4) 3- (2-^nn-4-t°y ^/W^/W^^/U) fc^y^v 

10 (55) 1- (4 -7$)V4 ^ Y-?^-JV) -4- (4 -t°y *y;Vli;V;^s( /V) t° 

^ y i/> 

(5 6) 1- (3, 5-^l3i7 , '^-4-t Kn^^v/^^^) -4- 

( 4 - 1° y i?/u$jus<*>( /p) y i^y 

(5 7) i -#/w^e>f /i^^/i--4 - (4 - t°y v^utj/i^^^) tv^y^ 

15 (5 8) 1 -s<l/i//l>y>r*\/-tUV#^;V- 4- ( 5 n - 2 - t° y 

(5 9) 4- (5-^ Nn-2-t°y ^^7/W^^/l^) txyi/y 

(6 0) h7>'^-4-^^v ; /V^= 3 r^^/^^>i^5: K^f"^- 1 - (4-fc°y^ 

20 (61) h7>^-4-7^^f^-l - (4-t°y /U) isfu 

(6 2) h7^-4-*W; h7f^-l- (4 -fc°y vVl'TJ/W^^) 

(6 3) h 7 4 - i/^ W ^ / ^ f /V- 1 - (4 -t°y i//VtuV/^s( 

25 /U) n^^rf-^ 

(6 4) N-^y^'J-rV- (4 -t°y v^TJ/t^^/W) *>*n^df- 
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(6 5) h 7 4 -^<y iz/l'T 5 ; ^ f ^- 1 - (4-fc°!J '*Jfls1]A,/<*4 
;V) y? n^-^^y 

(6 6) h?>X- 4-4 VfxxMAsT^S fif-fr- 1 - (4 - t° U VAsjjAs/^ 
y )V) i/f a^-fy 
5 (6 7) h7> , ^-4--3f 7>f/U7^^f/W- 1 - (4-t:°y i?/l>$/W<*: 
y )V) u^-^y 

(6 8) F7V7-4-V^n^W;/^f^-l- (4 -f'J .*jA>UAr/< 

(69) h7^-4 -s<yi?/is**i/jj/^7$*y-* K- l - (4-t°y^/^;v 
10 ;v) i/? u^^-f-y 

(70) h7>^-4-7^;y-i - (4-t°yi/>i>jj;v^*:y;\s) y^u^y- 
y 

(71) hyy^-4- (i-7 5yxf^) - l- {A-WV/vufls/^y 
;v) yfu^y-y 

15 (72) h 7 > 7 - 4 -7 ^ / y - 2 - ^ f /V- 1 - (4 - t° U ^ 

(73) (+) - Yyy^~ 4- ( 1 — <^v ? /V^v'7J/^>f-5: K7°n fcVU) - 
\-y? u^-*y-yD;v#ym 

(74) ( + ) -h^>^-4- (1 -^yV;V***slj;ViS*y-^ K7"n t°/W) - 
20 1- (4 - try v^TJ/W^^/U) i/^D^^rl^-y 

(75) (-) - h7^7-4- (1 -^>v ? /^^rv'^/^>f-5 K^nf/P) - 
1- (4 -t e y v?/V7J/W<^e>f ;V) v/;7D^1^ 

(7 6) (+) -Hy>^-4- (1 -7 5 /T'nfcVU) - l - ( 4 - fc° V 'J/VUjV 
25 (7 7) (-) - YyyTs-4- ( 1 -7 5 7 7°n fcVV) -1- ( 4 - t° V : y>yft)V 
(78) (-) -hyy^-4- ( l -^y*J;vjr*yi3/vi£*y-^ K^fvu) -1 
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- (4-t°!)v J ;u*/^ : e'i'/v) -y^n^^-y 

(7.9) (+) - - (1 -^^iMo^i/#/wK>t-^ K^f-rtO -1 

- (4 - t°y vVl^/W^^/W u^y-y 

(8 0) (+) - F7^^-4- (1 -T^JaL^jv) -\ - ( 4 - 1° y vvI^TJA^ 
5 ^4 ;V) isfu^y-y 

(8 1) (-) (l-T^y^^) -1- (4 -try v^TJ/U/^ 

(8 2) F7^-4- 7^^f^-l- (4-t°U 

10 (8 3) h7>^-4-7^^f/Wl - (2 -try iM^/W^yf /P) 

(84) h7^^-4-^>v J /^^f'^^/^>ih^ K^^/U- 1 - (2-tryv 5 

(8 5) f7^-4-^W^/^f/U-l- (4 -try *SA'j3A>/<*4A,) 
15 i/^n^^f-^ 

(86) h7^^-4- (N-' <yS?/U-N-*f-/l'T$ /) t^tV-l- (4- 

t° y vvv# /w^^f jV) y-fu ^%-fr> 

(8 7) F7^-4-75/^f^-l - (3 -t°y i?/V%/W<*:J /Is) y^7U 

^i-y 

20 (8 8) YyVK-A-TKS ^fTP-l- [(3 - t Kb dfi/- 2 - 1° V ^) * 

(8 9) h7>^-4-^<>'^/^^i/^/l'/K^i^^ K^^/W-l - (3-t°y>* 

(90) h^>^-4— <>'v ; /U^-=3rv/^/^>f-^ K^f-/U- 1 ~ C(3-^v 
25 2 -try vM') #/W^yf /I/) i/^o^^ri^> 

(9 1) -7?A"( 5 K^f--^- 1 - (4 -t°y i//U^7/W-<^-^;l/) 

S/^B^dpf-i/ 
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(92) f7y^-4-^y^^y^/^>t; K^f /u- 1 - (3-y^vV 
-4 -try *?A/1iflstt4 AS) i/fu^-fy 
(9 3) (^7^-4-7^^^- 1 - (3 4 -fJJ 

5 (94) 4- ( h 7 - 4 -^<y ^/Vt^'^/^^rt ^ F7 f^i/^ n^^> 

75 7-2, 6 — y i/y—N — ^^-i/ R 

(9 5) 4- ( h7 V^-4 -T 5 / t^fVi/*? u^3ri/;Vjj;Vi$~/\,) 7 5 7- 
2, 6 - i/^ ^/Vt° U i/y-H-jr*^ K 

(9 6) h^i/^-4-7 5 / t^-fr- 1 - (2-7 ^/P-4 -t°y v7^#/W^ 
10 ^/U) i/? n^^ify 

(97) h^^^-4- (1 -^^v^/U^-^^^^T^^Ij-^ K^/V) -1- (4 

(98) h7>X-4- (1 -7 5 7- 1 -7^/I^l^/U) -1- (4-t°yvVW 
15 (9 9) h7^-4- (2-7?yxf^) - l- (4 -t°y v J /l-7J/l'/>^^ 

(ioo) (2-75;-i-y^xf/i,) - i- (4-t°yv ! 

/V7J /W<*r4 As}: V V O "^f" V 
(10 1) 4- (1 -75 ;~7n - l- ( 4 - fc° y i>Vl-;!7/W^ 

20 4 As) u^-fy 

(102) YyVK- 4-T ^ J *7-)V-y=7V7.-l-*^)V-\- (4-fc°y 

(103) YyV^-4 -^>v//V7 5 7 7 2 -7^/1'- 1 - (4- 

t°y ^tj/w^^/u) ^yu-^^Hj-> 

25 (1 0 4) h7y^-4- (l-^y>/;Wv'7)/^>t5 K-l-^f^xf 
/I') -1- (4 - t°y v ? /l'#/l'/^^'/W) i/^D^^r-7->- 
(10 5) h7>^-4 — ^^/I/tf-^i/j&yM?*-^ K7 1 — (N-7^- 
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(106) hyyx-4- (1 -r-fe^ 5: K-l - ^fA/xfA') -1- (4-t 8 

(107) F7^-n- (6-r$y-4-t°y -4-r^/^^/^> 

(108) h7>^-N- (lH-t'nn [2, 3-b] t° y 4 ->T /U) - 

(109) (+) - h7^-N- (lH-fnn [2, 3-b) t° y 4 ->f 
;V) -4- (l-7^xf^/) ^ d^n. dff-V^/^^>f-5; K 

10 (110) h7^-N- (lH-k°oP (2, 3-b) t°y v?^-4-^/V) - 
4- (1-T^y-l-^ ^/i^^vu) n^MJ-yj&A/tfdftf-S K 

(111) hyy^-N- (lH-f^yn [3, 4-b] fc°y ^^-4-^/V) 

(112) (+) - hyy^-N- (1 H-t°7 N /n [3, 4-b] t°y^V-4- 
15 >f/V) -4- (1-T^y^f-^) i^^ v^*y-y#/l>7$*ry-$ K 

(113) h?^-N- (lH-f^/P (3, 4-b] try^-4-^A-) 
-4- (1 -7$ 1 -^/Uoc^/W) P^f-tf-^A^Sf-tf-* K 

(i 14) (+) - hyy^-N- (2-T^/-4-t o y^/W -4- ( 1 —7 ^ 

20 (115) h?y*-N- (lH-k'7/o [3, 4 - d ] try 5 ->f 
/P) -4-7^y^f/^^D^t^/^t^ K 
. (1 1 6) (+) - h^^^-N- (lH-f7/n [3, 4-d) t°y 5:^^-4 
-^/V) -4- (l-7^;x^) ->^n^f-^^7/P^>-^5 K 

(117) h7>^-N- (lH-t"r/n [3, 4-d) t°y^v ; >-4-^ 
25 /W) -4- (l-7$;-l-^f^f^) 9 S9 n^ifytf/Mf^f-* K 

(118) h?^*-N- (4-t°y^^/P) -4-7^y ^f/Ui/^n^s dff- 
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(119) hyy^-N- (3-T5/-4-t°!;^/V) 

(120) h7>*-N- (7H-4 C4, 5-d] t°y 

5 (121) h7^-N- (3H-i, 2, 3-hyry'D [4, 5-d) t°y^ 

(12 2) hyy^-N- (3, 4-b) t°U^ 

(123) h^^^-N- (1 H- 5-^7/!)^) 
10 3ff-V7J/U*>f-$ K 

(124) h^>^-N- (lH-k°r/P [3, 4-b) t° U v>>- 4 ->f /U) 
-4-75 / ^A'S^P^frlf^rt'^-M K 

(12 5) h^^^-N- (4-fy^=/U) -4-7^y^f/^P^f 

15 (126) hy^^-N- (7H-t°nn [2, 3-d) t°y 5 4 -^71^) 

-4-75 /^/Vi^n^^^/V/}^-^ K 
(12 7) h7^~N- (2-T^y-4-t°y vVl-) -4-7^7^^^ 

(128) hy>x-N- [2, 3-d) try 5>^-4 — -4- 

20 7^^f/Wn^f^/^t5 K 

(129) h?y*-N- (5-^fvV-l, 2, 4-M/7/P [1, 5-a) 
t°y Sv^-7 — f/W -4-T5/ ^^^^D^^i^y^/l/^drf-? K 

(130) h7^^-N- (3-V7y-5-^W7/o [1, 5-a) t°y 
5^^-7-^/1^) - 4 - 7 ; / ^ D^if fy^;u^>f > K 

25 (13 1) h^>^-N- (lH-k^/n [3, 4-b) \*))i?>-4 — f A>) 
-4- ^nA^fy^fU' 
(13 2) hyy^-N- (2- (1-fn!)^) -4-t°y^/V) -4-T 
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(133) h7^-N- (2, 6-i?T$./-4-\?V Si?*') * 

(134) ( + ) -hy>X-N- 8-^7^ v^-4-^ 
5 /i/) -4- (1 -7^yxf/U) P^df-^y^/^^^i^^ K 

(13 5) hyyx-N- (l-^y^/U^iy^^/^uu (2, 3-b) fc°y 
v^-4-^/i-) -4-T 5/ *J-;wstri^*y-yii;Vi$*y-% K 

(136) ( + ) - h7>^-N- (l-yf/Ut'on [2, 3-b) t°!Jv ; >-4 
— f,P) -4- (1-T;;x^) i/^ n-^dri^-^^/l^^^ 1^-^ K 

io (137) h?>x-N-' <>i?/is- n- (2— <y^^7-; /-4-t°y ^/>) 

(13 8) byy^-N- (2-Ti? K-4-fc°!J ^/U) -4-7^^f/^^ 

(13 9) f7^-N- (2, Ko-lH-^nn [2, 3-b) fc°y 

15 i?>-4-J/i>) -4-7;/^/^p^fy«aft> K 

(140) h7^~N- (2, 3-i/t Kn- 1 H-t°DD [2, 3-b) t°y 
v^-4-^/V) -4- (l-7^y-l-^^xf^) n^-tf-^TJ/l^ 

(141-1) b?>x-N- (2-^/i^^>^-4-t°y i//v) -4-7^yyf 

20 P^I^TJ/l^^rl^ K 

(141-2) (R) - (+) -h?>X--N- (3 -7*n^- l H-t°nn [2, 
3-b) t°Vi/>-4 — f/V) -4- (1-T^/^^/l-) i/>7 n^3rf-^7J/l^ 

(14 2) h7V^-N- (lH-t°nn [2, 3-b) t° y v>>- 4 /P) - 
25 4 -^7-vV t^fri/*; v^y-yXfrtf**)-* K 

(14 3) h7^*-N- (lH-t°7 x /o (3, 4-b) t°yv ? V-4 — f/V-) 
-4-^T^i//^^^i/^n^^-^y7J/V^>-^5K 
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(14 4) hyy^-N- (4 v^) -4-/7=^^>Wo^t 

(145) h7^^~N- [2, 3-b] t°yv ? >-4-^ 

/W) -4- WT-Vm-fiA ^DA^y^tU* 
5 (14 6) h^V^-N- (lH-t'OD [2, 3-b] fc° U v 5 ^- 4 ;V) - 

4- (2--f s*vy r^y^^/^>^n^^-b-v*/u^>if^ K 

(14 7) h^^^-N- (l-^t^>^/H:°Dn [2, 3-b] fc°y 

(148) h7^*-N- (2-T^y-4-t°y v 5 ^) -4-^7-^/^/V 
10 D^^+)-^.^;w^3rf-5; K 

(14 9) h7>X-N- ( 1 -^>^t^fi/^f^- 1 H-t°n n [2, 3- 

b] t°y ^^-4-^/1-) -4- (2-^ ^y*y y-2— (a-) 7^/^/1^ 

(150) h^^-N- (lH-t°nP [2, 3-b] t°yv^-4 — f/P) - 

15 4- (S-^^A^T-vV yfvl-') P^*f-^#/W-K>f-^ K 

(15 1) h^^^-N- (lH-t°nn [2, 3-b] fc° y 4 ->f /i') - 
4- (3 -7^-/1^7-^ p*^) v/^n^^-^^^/U^>f-^ K 

(152) h7>^-N- (lH-t°nn [2, 3-b] fc°y^-4 — f/V) - 

4- (3-7ntVuy*7~vVyf-/b) n^^f-v^/l^^rf-^ K 

20 (1 5 3) h^>^-N- (lH-t°DP [2, 3-b] t° y 4 A) - 

(15 4) h7>^-N- (1-^y^t^fV^WnD [2, 3-b] fc° y 
^-4-^/1") -4- (2 -^y^/W-3 -3i "T — is y t^tV) v^ya^ 

25 (1 5 5) h7^-N- (lH-t°no (2, 3 - b ] fc° y 4 -4 /U) - 

4- u 2->r/u) 7 ^ y y-^/^y d^*^^/^*-*^ k 

(156) hT^^-N- (lH-t'oo [2, 3-b] t'y ^>-4-^;U) - 
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4- ■(f-T % /—/U- 2-^/1") 75 77fvl^>?o^^:/X7/l^>1f5 K 



(15 7) (R) - ( + ) -N- (4-t°yv J /l/) -4- (l-7;/xf;l/) 
XT 5 K 

(15 8) N- (4 -t°!J vvV) -4- (l-T^-l-^f^xf/P) -<>-X 
5 75 K 

(15 9) N- (4-t°yS//V) - 4 - 7 ^; ; ^ f ^- 2 ^t^y^yX 
7$ K 

(16 0) N- (4-t°y>V^) - 4 -7 5 7 }=5-)V— 2 —31 h^f i/^<yX7 5 K 
(16 1) (R) - (-) -N- U-fcTJJiM') -4- (l-7;;xf^) -3 
10 fn^X7 5 K 

(162) (R) - (-) -N- (4-t°y>^) -3-757-4- (1-757 
a^/lT) -<yX7 5 K 

(16 3) (R) - (+) — N— {4-WJ;V) -4- (l-7^xf;>) -3 
-^pnXyX7; K 
15 (16 4) N- (4-fc o y^/l7) -3-7577 f /^7X7 5 K 

(165) (R) - ( + ) — N— (lH-fno [2, 3-b] t°y^y-4-^ 
;V) - 4 - (1-75 /xf^) ^7X7 5 K 

(16 6) (R) - ( + ) -N- (lH-t7/n [3, 4-b) ^V f J>-4-^ 
;v) -4- (i-7 5yxf^) ^7X7^ K 
20 (1 6 7) N — (lH-k°7/o [3, 4-b] try -S7>- 4 -^T/V) -4-^7 



(168) N- (4-t°y>^) -4-/7 = ^/^f^<7X7 5 K 
(16 9) (R) - ( + ) -N- (4-t°y^/l7) -4- (l-757^^/U) -3 
-7/>tD^7X7 5 K 
25 (1 7 0) N- (4-t°yv J /W) —4—7577 f-;^7X7 5 K 

(17 1) N- (4-t°y^/W) -4 -7 5 7 2- t h'n^i/^7X7^ 

K 
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(17 2) N- (4-t°y^) -4- ^X7 5 K 

(17 3) N— (4-t°U^/V) 3-- Hn^yXT^ K 



(17 5) (S) - (-) -N- (4-t°y -4- 
5 XT 5 K 

(1 7 6) (S) - (-) -N- (4-fc°i;^) -2- (1 -T^/^^/O -O 
XT 5 K 

(17 7) (R) - (+) -N- (4-t°yvW) -4- (l-7^xf;u) -2 
-^an^yX7^ K 
10 (178) (R) - (+) -N- (lH-fnn [2, 3-b] k 0 Uv ? ^-4-^ 
/u) -4- (1- (3-yp tVU^T^v?/) ^/l*-) /<yX7 5 K 

(17 9) (R) - (-) -N- (lH-t'on [2, 3-b], t°U^-4-^ 
AO - 4 - (1-7^ =tf-A/) - 3 -T K^^XT ^ K 
(18 0) (R) - (+) -N- (4-t°yv^) -4- (1 -T 5/ 31^/1") -2 
15 -^ba^yX7^ K 

(18 1) (R) - (-) -N- (4-t 0 !)v^) -4- (l-7;/xf;>) -3 



(18 2) (R) - (+) -N- (3 — 3— K— 1 H — t°n o [2, 3-b] t° U v 
y- 4 -s(, l ,) -4- (l-TS/^AO -<^XT^K 
20 (1 8 3) (R) - (+) -N- ( 3 — 3 — K— 1 H — fc°n n [2, 3-b] 

-4- (i-7>;/xf/^) _ 3 _ T ^ K ^^XT^K 
(18 4) (R) - (-) -N- (4-t-yv 5 /^) -4- (l-7^xf/U) -3 

- t Kndr^vXT^ K 

(18 5) n— ( 1 H-f^/t 3 C3, 4-b] try S?y-4->f AO -4-^T 
25 -vV ^/u-3-- hn^yX7? K 

(18 6) (R) — N— (lH-k°7/n [3, 4-b] t° ]} */V- 4 -4 ;V) -4 

- (1 ->fT-*Jj3Ll-,\,) -3-~ ho^yX7>; K 



(1 7 4) N- (4-t°y v?A) 
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(18 7) (R) -N- (lH-t'7/0 [3, 4-b] fc°U -4 

- (1 -T^J^fV) - 2-~ hn^yXT ^ K 

(18 8) N- (lH-t c 7/n C3, 4-b] fc° ]) 4 -J ^) -4-VT 

5 (18 9) (R) -N- (lH-t°7/o C3, 4-b] t°D^y-4-^;W -4 

- (1 -T^xf/l') -3-^hP^yX7^K 

(19 0) (R) -N- (lH-t°7/D [3, 4-b] fc° y v?>- 4 /V) -4 

- (l-^7~v>V^^) ^X7?K 

(19 1) N- (lH-t°7/o [3, 4-b] t°yi/>-4-J/l>) -4- (l 
10 — 75/— 2— fc Kodf i/ac^/i/) <<yXT% K 

(19 2) N- (lH-t 0 7y*n [3, 4-b] t°y^y-4 — T^) -4-75 

(19 3) N- (lH-fno [2, 3-b] t°y^V-4-^/W) -4-tV<y 
v^TJ/l^^lJ-5 K 

15 (194) N- (lH-f^/o [3, 4-b] fc° y v^- 4 ->T A') - 4 - tT^ 

(19 5) N- (lH-t^y'o [3, 4-b] t°y v^-4->f /U) -1-75 

(19 6) N— (1-^ h^y^f/l'-lH-t^y'D [3, 4-b] 
20 4-JtV) -4-t°-<y i?y$fri£*-t\ K 

(197) N- (2, 3-v?tKD-lH-fnn [2, 3-b] t°yt?>--4- 

yf/p) -4-t^y^y*/^t5 K 

(198) N- (lH-fon [2, 3-b] t° y v^- 4 -^) -1- (2- 

25 (1 9 9) N- (lH-fDD [2, 3-b] f y v>>- 4 /U) -1-755? 
J - 4 - y ^ V*^#>f- 5 K 
(2 0 0) N- (lH-fnn [2, 3-b] tT'J 4 — T^) -1- (3- 
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(20 1) N- (lH-fnn [2, 3-b) fc° y v 5 ^- 4 -- f /l^) - 1 

(2 0 2) N- (lH-t°7/o [3, 4-b] t o yv^-4 — { /V) -\- (2 

(2 0 3) N- (lH-t"7/o [3, 4-b] t° }) 4 -J fr) -1- (3 

- 7 1 ~/K7°n t°/V) - 4 - y ^^^;v*>t ^ K 

0£L<te, fl^tl (80), (109), (110), (11 2), (115), (14 
2), (1 4 3), (1 4 4), (1 4 5), (1 5 3), (1 5 7), (1 6 3), (1 6 5), 
10 (16 6) *5«fcV (17 9) ifimibMo 

t>T§5o £<b<-s %tlb<Dlfr%\m, 2 7KfP#l, l/27KfP#J, 1/3tM^, 
l/47KfP^, 2/3*fP^, 3/27fcfP#», 6/5*ftWt>**W^**l5 0 

-«5t (I ) T-^£*L5{b^i±, ft|*.tfftBflllS6 2-8 9 6 7 9f, 4#M¥3 
-2 1 8 3 5 6^ 4#P^¥- 5-1 9 4 4 0 1 3\ W6-4 1 0 80^ WO 9 
20 5/2 8 3 8 7^-, WO 9 8/0 6 4 3 3 -5§-#£!E® $JvT^5;frfefc J: <9 £$1" 

25 5rtl^J:oT«Jfii-S^i:*s-ctSo 

Rho^— tf|fi*j£ttS:^ri-5<b^», st^-fiSit (I) K«fc 
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ftBftVm. ^fefflMmMffoW, plateau iris syndrome , ^TD 

5 4 m^m. fc&fovm&mftm, &mmftm. r^*y nmm. 

lx\*s mz.\*. m.m. yn^ymm^mufm. mm. %m. mm 

mm^m^mm. wmm mammm), mmmo^mmm^^u^.^ 

itmxm^z ^ ttwit t < . Mmmmmm^mxh^ ^tarn^m u\ 

omm±&mtmmmi£L, %m^&xmm<t-rzzt^£<9mmx%z> 0 tz 

15 g£»U JMftfflL SfftS'k *gn£ik snaw, ^ra. jgffliftfim ^^LT# 

bti?>mmm^mttznmu %m, mm, mm\, x^^m. hn-m y 
vy-7*m, mm. %m. mmm. mm mm. mrnmm). m\. ®a#k mm. 
urn. smm. m^m^mmt LxmQ*tz\t0ma\mLtzmnx&jj£tiz> o 
mw-mmt-tzM&n. mum. tzt%.\*. yam, %m. d- 

20 -ry^h-zi'. -7/i^h-/K T^^Yyy. fV/yi, 3gE3^ T/u^-h^, 

*?->m. *hi->m, ^^ym. vyisyvis^m. rnT^ -t?^ 
^7^yf, #-tf^>\ r^-f^y, v ymx^yv-j*. y/nrh-/K 

^y-»\ ^/^^yf^t/wn-x, ^!it^t°n!J t Kn^T/n 
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*mfcMMk'tz>m&\i, mmmmm uv--?®, h^n^>i t tvv 
5 tvw (7«7y/m, sy*^vi&» /nvu^^-v^) ^ffli^frSo 

y/nfh— /K /ytuy, ^-y-^tt, t'uyyy a-/K m^/vi^- 
10 /l^as^if k*i3o 

20 m&mmm. mmmmmu T%;mmm^t>tiz 0 

%<KMk LTtt, ^y f^A/fo y KV^^ffetLSo 
25 ^lf?>nSo 
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«fflasiiB*Wf©»£\ $kmmm iv±vy, 

15 «) *fcM!£»fcLTa^S 

#3g^?>iWiiH£ • ?&Sl?M^*5tt SWa^©*tt®!S>J^ 0 . 0 0 0 1-10 
ii^KflO. 0 0 1- 5 0lI%"Cfc5o $-5-0$^ 
¥fifr* («> &*Mm\z£*)&teZ*K ii^Ai-WL, W^tf^KSI^t 
T^ffl-TS^^ti, Rh £IM^&*rr<Mt£4fe«rO. 00 0 1-1 

20 0w/v%, jftUliO. 0 0 l-l w/v%-^W1~5^JSr> lB&fcOMK 
#*L<ttl-6Hk 10M, L<tel -3 M&^rsr Bg^» 
£IJ£ LTftffli--5^(-tt, %mik&%>%0. 0 0 0 1 -1 0 w/w% % $ftL< 
ttO. 0Ol~lw/w%ttn», 1 B*>fc9»HI, 1X1*1-60 

25 Hi 
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Rh o*-*-— ^iaWfflSrWi--5^*T*>5 (+) -h?>*-4- (1-7 
^/xf/i.) - l- v^n^^rif> 2HC1 • 1 

h 2 o oar, fb^ttAi-rs) &&*t/8&e*fcj&A¥u *$Hb^hy *at p h 

5 Sr7i^SL, TE^M^{^VN^WJ^^tfCo 



lb£t>A 0. 5g 

U Vi?27K^ h y • 27KfP^I 0. lg 

*Hb-t h y a o . 9 g 

10 £il 10 0ml 



HjfeffJ3 ,&Bg£i|3 

HJfi^l irl^fillwLT, -fb^A^O. 0 3%©»^T^-f5^l!BfflSr»il4L 
15 fc 0 

mmm4 mm 4 

nmmnzmzxs Rh o*-t— ifmrnim^-r^it^xh^ (+) -h? 

y^-N- (lH-fnn [2, 3-b) t° U v^- 4 ->f /P) -4- (1-7^ 
^o^t^^tU' 2HC1 • 6/5H,0 (WT, <b^4SJ 
20 Bi:1-5) SrO. 0 3%©«£T£^5£R*W«rH»Lfc. 

H»'Jl Rh ifPt^ffl?r^ri-5^b^T-fc5 (R) - 

(+) — N— (4-t°yv J /W -4- (l-T^y^^/W "«>X7 5K 2HC 
l C£JLT> -fb^ftCfci-S) £0. l%(0»lST^i-SjfelSfflS:««Lfco 
25 Hjfeff'J 6 £Ji£ij6 

/Co 
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%1bWl\z.WZXs Rh o*i-— ^Rft*f^fflSr^ri~S{b^*n?*>5 (R) - 
(+) -N- (lH-fnn [2, 3-b] f y v^- 4 /V) -4- (l-T 
^yzn^/V) ^yX7^ K 2HC1 • 1H 2 0 (j^T, fl^tlD £0. 0 

5 3 %<om&xS G-t 5 &MM *MB L fco 
gjfl 8 gffl 

5ox:x2mm^Ltim, 2 4 / y^~<DBzmL. ?/u?&£TfXTTvym 

10 J*&m&\„ M7mm<Z>#£ffl^T, 1 & 1 2 0 m g <7>^»«j&§!| Ltz 0 

{fc£«9A 10. Orag 

?L*t . 5 0. 0 m g 

Fi)*n3^f>7°y 2 0. Omg 

^ H H H ir^p— 2 9. 7mg 

15 /K!J t*-/Uf d 1> F^K 3 0 5. Omg 

^/l^ 5. Omg 

g t7 y >jjgg £fr i/*} J* , 0- 3mg 

12 0. Omg 
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3 Ottlift<Srffll*T«£U 2 0 ^ y '>a©SSrii LTlttfc Lfc G 5 0°CT* 2 Bt&m 

it&WlA 10. Omg 

9Ltt 7 0. Omg 

h^n^Vf^ 3 5. Omg 

7#y tr^/utrn y k^k3 o 2. omg 

10 * A/* 2. 7mg 

7f7 V 0. 3mg 

.12 0. Omg 

15 &mm 2k g <Dyy s ?n#&G& i >'9-*&m^ito i 1 0 

3-5B#BH^te^AWIifbS*T^5>ll8flEW- (= a -?h;/77 (T/i^yft 

l&Wc££iJ£|ig#{c,SJML#f«£ Lfco BI£Etf>SI£W:£IS&3 0, 6 0, 9 0, 
20 l 2 0^, 6 o^Plfm\ HSBEds^»ne^t>^s*-cS^W{-ESffSI 

(MM*) 

mot i (Dmm\<DjEmm\ztt-fz>\m%m 1 i^t^ 0 &ag6 o&mzmm 

K^JttttT5mmHg©*****RflETI»f^ffl*«»e>Jxfc. J^lHS 
25 l 8 0^«*T**RRIISi:ltttLTWE*IIBJET»f^ffli s S«>fenfco £BB3 6 0# 
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GMfcfrife) 

RL»RgBIi:L^. ^-If-^y^/^^S^tlffllSrfflv^^llS^a 0, 6 0, 
5 9 0, 1 2 0^ *(Dmt6 OfrfflMX*mm3 0 O#£Tm#MfL0<Z)lMI:& 

1 ©j^BR»l©a#ft?L|gJiL»fEllj«^&ff-t-f^ffl SrH 2 t 1t 0 MM 3 0 
10 Wfefclhayf flnflUBj&SS* ^HfCo j&Bl 1 2 0 t>ilLj|#i8An U 18 %<p 

(i»#tfe) 

^ (Na C 1 :112mM, KC 1 :5.9mM, CaCl 2 2H 2 O:2.0mM, Mg C 1 2 6 
H 2 0:1.2mM, NaH 2 P0 4 2H 2 0:1.2mM, NaHCO, :25mM, 
Glucose: 11. 5mM) Lfc 0 B8&J&»&£l*Lfc2&#fr«:, ? l^^ifcfciKfc Lfc^ 

20 ^^frtcilL, 2 0-3 Orag^iI^©t)it¥fibLfc 0 BWjgfcB: 

(+) - h7^-4- (i-7>;/xf/!/) - l- (4 -t°y v^/^/w^^ 

/V) 2HC1 • 1H 2 0 (it&yoA) £fflv\ jfr/l^a— jHJ&fl|l5 
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3 X 1 0- 4 M^^y<^-^vm&^m^U^L, fb^Att*/U^a-/l/IIX*B^ 
^l^^CfefiiLto ik&V0A<D%/W<=i-;l<i&ffilL-ttirZ> I C 50 l$2. 8X 

1 o- 6 M-efco/c 0 

ItiteimtStlZ (WS<ti£, tt&IBft, 15(1), 76-81, 1998) 0 rcDj^tl^Uft^ 

fc*5, HttWfcjftlEfttt* 1/1000 ^HMM^l^fT-f 5 tV^tLT*3«9 (*ffl 

7L± : Kir^f^ K^f&«ll^>r K, (») MP, 387-392, 

io 1994 ), o. 5%<D<k&toA% 5 0 fi l MMLtzkiRfclrZb, %<Di/iooomBft 
iZ-Wfr-tZkirti^ mmftx-i. 5xi o~ 5 bttW£tis in vivo 

g&flll, & & f - * CD IE^8gI± (CIS. -f f^ffl 

(rat**) 

15 ffc^A (( + ) (l-T^y^^) -1- (4-t°y vVV* 
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